and assembly. However, the specific antiviral functions in vivo of most ISG remain unknown. assembly and secretion of viruses that use an ER-derived exocytic pathway (22).
68
As conditional ectopic expression in fibroblasts of viperin recently was reported to reduce 69 flavivirus infection (25), we assessed its antiviral activity in vivo using mice with a targeted 
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Virus Propagation and Titration. higher levels of WNV-specific IgM (Fig 6A; geometric mean titers of 1/770 and 1/270 P < 0.05)
257
and IgG (Fig 6B; geometric mean , P = 0.04) and spinal 277 cord (10 5.8 versus 10 4.8 , P = 0.023) (Fig 7A, B, and E) . However, the differences in CNS replication in viperin -/-mice were regional as equivalent infection was observed in the brain stem 279 (Fig 7C, P > 0 .9) and cerebellum (Fig 7D, P > (Fig 8A) , hippocampus (Fig 8B) , cerebellum (Fig 8C) and brain stem (Fig 8D) , it was present in (Fig 8E-G, arrows) . Similar viperin staining patterns in the brain and spinal 295 cord were observed at day 10 after subcutaneous infection with WNV (data not shown).
296
Importantly, as controls, viperin staining was not observed in WNV-infected brain or spinal cord 297 sections from viperin -/-mice (Fig 8H and I) 
